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Food and Drug Administration
Rockville, MD 20857

NDA 21-438

Reliant Pharmaceuticals, LLC
Attention: Mr. Robert J. Mandetta
110 Allen Road

Liberty, NJ 07938

Dear Mr. Mandetta:

We acknowledge receipt on November 27, 2002, of your November 26, 2002 resubmission to

your new drug application for InnoPran XL (propranolol HCH) Extended Release 80 mg and
120 mg Capsules.

We consider this a complete, class 2 response to our August 30, 2002 action letter. Therefore.
the user fee goal date i1s May 27, 2003.

if you have any questions, please cali:

Ms. Melissa Robb
Regulatory Health Project Manager
(301) 594-5313

Sincerely,

[ See (lpllﬁgc%/ecrromc signature pagef

Zelda McDonald

Chief, Regulatory Health Project Manager
Division of Cardio-Renal Drug Products
Office of Drug Evaluation 1

Center for Drug Evaluation and Research




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Zelda McDonald
1/3/03 01:48:28 PM



Rellanl' ~
1107Allen Road

Hi2MACE_ TICALS . Liberty Corner, NJ C7238
S08-580-1200
Fax: 908-542-5405

~ . www Feliznifix.com

October 22, 2002

Via Federz! Express

Douglas Tarockmorton, MD

Director,

Division c¢i Cardio-Renal Drug Products
Food and Drug Administration
Woodmont Office Complex 2

1451 Rocikville Pike, 3™ Floor (HFD-110)
Rockville, MD 20852

Re: Proprznolol Hydrochloride Delayed Onset Controlled Release Capsules
80 znd 120 mg
NDA 21-438
Correspondence o Pending NDA — Reformatted Draft Labeling

Dear Dr. Tarockmorton:

The purpcse of his communication is to amend the above-mentioned pending application.
This amencment consists of revised draft labeling. Ms. Melissa Robb called on October 17,
2002 to request we re-submit the draft labeling in a revised format. The draft labeling in the
cequested rormat 1s provided both electronically and paper.

Should there be any questions, comments or if additional information is needed, please
contact me at (908) 542-4429, by email at rmandetta@reliantrx.com, or by telefax at
1 908) 542-1460.

Sincerely,

Robert J. Mandetta
Director,
Regulatory

RIM/mmc

cc: Melissa Robb




; Form Apgroved: OMB No. 0915-0338
DEPARTMEE\JT OF I,iE,;:LTH AND b_unflAN SERVICES Expiration Date: March 31, 2003
FOOD AND Z="_G ADMINIST=ATION See OMB Statement on p2ge 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 27, Code of Fec=ral Regulaizns, 314 & 601)

APPLICANT INFORMATION

NAME CF APPUICANT DATE OF SUBMISSION

Reliant Pharmaceuticals, LLC October 22, 2002

TELEF=GNE NO. (Include Area Coca) FACSIMILE (FAX) Number {Include Area Code)

908-542-4423 908-542-4460

APPLICANT ACDRESS (Number, Street, Cty, State. Zzuntry, 2IP Coc'z zr Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Strzet, City, State,
and U 3. License number if previous.v issued): ZIP Code, telephone & FAX number) IF APPLICABLE

110 Alien Road
Liberty Corner, NJ 07938

PRODUCT DESCRIPTION

NEW TRUG OR ANTIBIOTIC AFSLICATICN NU' 23R, OR BIOL Z ZiCS LICENSE APFLICATION NUMEBER (/f previously issued) 21-438

TASLSHED NAME Je.g., Prcpzr neme, USP-L SN name) PRCFRIETARY NAME {trade name) {F ANY
2roprznolol Hydrochicride
CHEMICAL/BIOCHEMICALBLCC Z PRCDUCT NAYE (If any) COBE NAME (If any) =~

(+)-1-.isopropylamino)-3-(1-nachthyloxy)-2-2rzzanol hydrecnioride

DOSAGE FORM: Capsule Delaved STRINGTHS: 80, "Z0 mg ROUTE CF ADMINISTRATION: Oral
Onset Contrciled Release

{(PRCPCSED) INDICATION(S) FCR USE: Hypersnsior,

APPLICATION INFORMATION »e

APPICATION TYEF

{check cne) & NEW DRUG AP=LICATION (27 2FR 314.50) . ABBREVIATED NEW DRUG APPLICATION (ANDA. 21 CFR 314.94)

= SIOLOGICS - CENSE APPLIZATION (21 CFR part 601)

F AN NCA, IDENTIFY THE APFRCFRIATE TYF= 0 225 (bXM) ® 505 (b)}2)

iF AN ANDA, or 303(bY(2), IDENTiFY THE REFEXENCE LISTED CRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name i Jrug Inderal LA Holder of Approved Application Wyeth - Ayerst

TYPE OF SUBMISSICN (check or2!  ZRUIGINAL APPLICATION N AMENDMENT TO A PENDING APPLICATION O RESUBMISSION

] PRESUBMISSION O ANNUAL XEPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT
C LABELING SUPPLEMENT O CHEMSTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

IF A SUBMISSION OR PARTIAL AFPLICATION, ZXCVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THZ APPROPRIATZ CATEGORY 0O CBE O CBE-30 {1 Prior Approval (PA)

REASCN FOR SUBMISSION Revised Draft Laceaiing

PROPCSED MARKETING STATUS icheck one) = PRESCRIPTICN PRODUCT (Rx) 3 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTZD i THIS APPLICATION IS [0 PAPER PAPER AND ELECTRONIC 0 ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information shouid be provided in the body of the Appiication.)

Provide :ocations of all manufacturing, pacxaging and cntrol sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address. contact, telephone number. ~egistration numoer ;CFN), DMF numper, and manufacturing steps and/or type of testing (e.g., Finat dosage form, Stability/testing)
conduczed at the site. Please indicate wnether the site is readv for inspecton or. if not, when it will be ready.

Cross References (list refated License Applications. INDs, NDAs. ?MAs. 510(k)s. IDEs. BMFs, and DMFs referenced in the current appiication)

INDE
For DNV F ietders! zes Attachmen: 3.

“ORM FDA 356h (4/00) PAGE 1




Tnis applicaticn contains the following items: (Check =/i that apply)

1. Index

2. Lateling (check one) g Trafizbeling ] Final Printed Lzbeling

1
(V]

Summary (21 CFR 314.50(c))

4. Chemistry section

A. Chemistry, manufacturing, and contrc s inicrmation (e.g.. 21 CFR 314.30(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CF= 3C1.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e){2)(i); 21 CFR 601.2)

o

Noenclinicat pharmacology and toxicology secticr: {€.3., 21 CFR 314.30(d)(2); 21 CFR 601.2)

5. Human phamacokinetics and biocavailability section {e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4})
8. linical data section (e.g., 21 CFR 314.50(d}(5): 21 CFR 601.2)

0

Safety update report {e.g., 21 CFR 314.50(d)(Sivi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR €01.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)("}; 21 CFR 601.2)

12. Case report forms {e.g., 21 CFR 314.50(f)(2); 2° CFR §01.2)

13. Patent information on any patent which claims the crug (21 U.S.C. 385(b} or (c))

14, A patent certification with respect to any patent wrich ciaims the drug (21 U.S.C.355(b)(2) or ()}(2)(A)

15. Establishment description (21 CFR Part 600, if zcolicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Fieid copy certification (21 CFR 314.50(!)}(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial information (21 CFR Part 54)

O O O A

20. OTHER (Specify)

CERTIFICATION

I zcree to update this application with new safety information zZout the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
recuested by FDA. If this application is approved, | agree to compiv with ail applicable laws and regulations that apply to approved applications,
inciuding, but not limited to the following:
Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Pzart 300.
Labeling regulations in 21 CFR Parts 201, 606, 310, 860 and/or 809.
In the case of a prescription drug or biological croguct, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.89, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.31. 500.80 and 600.81.
Local, state and Federal environmental impact laws.

T this aophcanon applies to a drug product that FDA has proposed for schedufing under the Controlled Substances Act, | agree not to market the
groduct undl the Drug Enforcement Administration makes a final scneduling decision.
“he data and information in this submission have been review ana. to the best of my knowledge are certified to be true and accurate.

NowELNa

Warning: A willfully false statement is a criminal offense. U.S. Code. title 18, section 1001.
St ATURE Ok RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE | DATE
4L Rovert J. Mandetta 10/22/02
UL\A(, Direcior. Requlatorv
CRESS (S eer City, State, and ZIP Code) TELEPHONE NUMBER
‘."‘ Allen R’ad Liberty Corner, NJ 07938 908-542-4429

Puplic reporting burden for this coilection of information s estimaled to average 24 nours per response, including ihe time for reviewing
iAsTuctions, searching existing data sources, gJathering ang Taintaining the data needed. and completing and reviewing the collection of

iniommation.  Send comments regarding this ourden estimate cr znv other aspect of this cotlection of information, including suagestions for recucing
s curgento:

Ze2oanment of Heaith ano Human Services 4n 3gency mav not conduct or sponsor. and 2
=223 ano Drug Aaministration ~zrson is ot reaquired to resoona (0, a collection of
C2ER. HFM-Q9 ~tommation unless it displavs 3 currenty vaid OMB
1231 Rockviile Pike 2znwrof number.

Sozxviile, 2D 20852-1448

ZORM FDA 356h (4/00) PAGE -




7[/ pages redacted from this section of
the approval package consisted of draft labeling




Re Il a n t Reliant Pharzceuticals, L.
L 110 Allen Rced

PHARMACEUTICALS Liberty Corne NJ 07938

October 10, 2002  g08-580-12cC

Fax: 908-542-2405
. www. ReliantRx.com
Via Federal Express

Douglas Throckmorton, MD

Director,

Division of Cardio-Renal Drug Products
Food and Drug Administration
Woodmont Office Complex 2

1451 Rockville Pike, 5™ Floor (HFD-110)
Rockville, MD 20852

Re: Propranolol Hydrochloride Delayed Onset Controlled Release Capsules,
80 and 120 mg
NDA 21-438

Correspondence to Pending NDA — New Trade/Generic Name Consideration

Dear Dr. Throckmorton:

The purpose of his communication is to amend the above-mentioned pending NDA. Our
submission of October 1, 2002 requested a new name for consideration by the Agency. We
were informed that our current name, - ~would have to be withdrawn before the
Agency will consider a new name. This amendment consists of providing new names for
consideration by the Agency. We are therefore withdrawing our amendment of October 1,
2002 and the name —— and submitting two new names. The names are:

First Choice Trade Name: InnoPran XL
Generic Name: Propranolol HCL Delayed Onset Controlled Release

Second Choice  Trade Name: —
Generic Name: Propranolol HCL Delayed Onset Controlled Release

Should there be any questions, comments or if additional information is needed, please

contact me at (908) 542-4429, by email at rmandetta@reliantrx.com, or by telefax at
(908) 542-4460.

Sincerely,

Howe 275

obert J. Mandetta
Director,
Regulatory

RJM/ mmc

cc: Zelda McDonald



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910338

iratic : 31, 2003
FOOD AND DRUG ADMINISTRATION Sypiration Date: March P
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Reliant Pharmaceuticals, LLC October 10, 2002
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (Include Area Code)
908-542-4423 908-542-4460
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

110 Allen Road
Liberty Corner, NJ 07938

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-438

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (frade name) IF ANY
Propranolol Hydrochloride
CHEMICAUBIOCHEMICAUBLOOD PRODUCT NAME (/If any) CODE NAME (if any)

(x)-1-(Isopropylamino)-3-(1-naphthyloxy)-2-propanol hydrochioride

DOSAGE FORM: Capsute Delayed STRENGTHS: 80, 120 mg ROUTE OF ADMINISTRATION: Oral
Onset Controlled Release

(PROPOSED) INDICATION(S) FOR USE: Hypertension

APPLICATION INFORMATION

APPI I(CATION TYPF
(check one) K NEW DRUG APPLICATION (21 CFR 314.50) 0O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 Z°R 314.94)
O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0 505 (b)(1) & 505 (b)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Inderal LA Holder of Approved Application Wyeth - Ayerst

TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION ® AMENDMENT TO A PENDING APPLICATION [0 RESUBM-3SION

0O PRESUBMISSION [J ANNUAL REPORT 0 ESTABUSHMENT DESCRIPTION SUPPLEMENT [1 EFFICACY 3 _PPLEMENT
] LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT {0 OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0O CBE 0 CBE-30 [d Prior Approval (PA)

REASON FOR SUBMISSION New Trade/Generic Name Consideration

PROPOSED MARKETING STATUS (check one} B PRESCRIPTION PRODUCT (Rx} O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS ~® PAPER O PAPER AND ELECTRONIC T ELECTRONIC

ESTABLISHMENT INFORMATION (Fulf establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). inctude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing {e.g., Final dosage form, Stac. viesting)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced In the current application)
T ——— et

lND{WF‘r‘nwg
For DMFTé ~“See Attachment B.

FORM FDA 356h (4/00) PAGE 1



This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) {1 Draft Labeiing [1 Final Printed Labeling

2
3. Summary (21 CFR 314.50(c))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)2); 21 CFR 601.2)

Human phamacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

Clinical data section (e.g., 21 CFR 314.50(d)}(5); 21 CFR 601.2)

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)}(b); 21 CFR.601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)}(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or (j)}{2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

) ) o o o ]

17. Field copy certification (21 CFR 314.50(1)(3))

—

] 18. User Fee Cover Sheet (Form FDA 3397)

O 19. Financial Information (21 CFR Part 54)

£ 20. OTHER (Specify) New Trade/Generic Name Consideration
CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautons, or adverse reactions in the draft labeling. 1 agree to submit safety update reports as provided for by regulation or zs
recuested by FCA. if this application is approved, | agree to comply with all applicable laws and regulations that apply to approved appliczsions,
inciuding, but not iimited to the foliowing:
Geod manufacturing practice regutations in 21 CFR Parts 210, 211or applicable regutations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.

zoeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
in the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
Local, state and Federal environmental impact taws.
If this appllcatlon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to marxet the
prccuct until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.

\'P’FﬁPF"!\Jr‘

Warning: , A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.
SIGNATUR REZSPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
%73%"” WBL Robert J. Mandetta 10/10/02
Director, Requlatory
ACZRESS (Street, Ciry State, and ZIP Code) TELEPHONE NUMBER
117 AllenjRoad. Ciberty Corner, NJ 07938 908-542-4429

Public reporting burden for this collection of information is estimated to average 24 hours per response, inciuding the time for reviewing
insuctions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the coiection of

information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this surden to:

Decanment of Hezith and Human Services An agency may not conduct or sponsor, and a
Focd and Drug Acministration person is not required to respond to, a collection of
C3cR. HFM-99 information unless it displays a curently valid OMB
1461 Rockville Piks control number.

Rocrville, MD 20852-1448

FORM FDA 356h {4/00) PAGE 2
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( (4 Re l’ a n t Reliant Pharmaca tczs, LiC
L ,“,_2 i:0 Allen Roac

=8 PHARMACEUTICALS Goorty Cormer . 7358
QC8-580-1200

Fax: 908-542-2.:°5

wwww ReliantRx. oo~

October 1, 2002

Via Federal Express

~
-

',’\':é\'( vOft 0’?
Douglas Throckmorton, MD e %
Director, ’/_,-" RECD
Division of Cardio-Renal Drug Products ! 0cT - 2 2002
Food and Drug Administration
Woodmont Office Complex 2
1451 Rockville Pike, 5" Floor (HFD-110)

Rockville, MD 20852

Re: Propranolol Hydrochloride Delayed Onset Release Capsules,
80 and 120 mg
NDA 21-438

Correspondence to Pending NDA — New Trade/Generic Name Consideration

Dear Dr. Throckmorton:

The purpose of his communication is to amend the above-mentioned pending NDA. This
amendment consists of providing a new name for consideration by the Agency. The name is:

Trade Name: —
Generic Name: Propranolol HCL Delayed Onset Controlled Release

Should there be any questions, comments or if additional information is needed, please
contact me at (908) 542-4429, by email at rmandetta@reliantrx.com, or by telefax at
(908) 542-4460.

Sincerely,

! WW/{Q\J_Q
Robdrt J. Mandetta

Director,
Regulatory

RIM/mmc

cc: Zelda McDonald




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 09:0-0338

FOOD AND DRUG ADMINISTRATION g;g’gg’g ggzim g;fg: z 2920;3_3
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Reliant Pharmaceuticals, LLC October 1, 2002

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number {Include Area Code)

908-542-4423 908-542-4460

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number. Street, City, Siais.
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) \F APPLICABLE

110 Allen Road
Liberty Corner, NJ 07938

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-438
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

Propranolal Hydrochloride

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (/f any)
(2)-1-(Isopropylamino)-3-(1-naphthyloxy)-2-propanol hydrochloride

DOSAGE FORM: Capsule Delayed [ STRENGTHS: 80, 120 mg ROUTE OF ADMINISTRATION: Oral
Onset Controlied Release

(PROPOSED) INDICATION(S) FOR USE: Hypertension,

APPLICATION INFORMATION

APPLHICATION TYPFE
(check one) &K NEW DRUG APPLICATION (21 CFR 314.50) O ABBREZVIATED NEW DRUG APPLICATION (ANDA. 21 CFR 314.94®

O BIOLOGICS LICENSE APPLICATION {21 CFR part 801)

IF AN NDA., IDENTIFY THE APPROPRIATE TYPE O 505 (b)(1) X 505 (b)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Inderal LA Holder of Approved Application Wyeth - Ayerst

TYPE OF SUBMISSION (check one) 0 ORIGINAL APPLICATION & AMENDMENT TO A PENDING APPLICATION  [] RESUBLISSION

1 PRESUBMISSION [0 ANNUAL REPORT {J ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT
O LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISS|ON:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE O CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION Providing new name for consideration

PROPOSED MARKETING STATUS (check one) & PRESCRIPTION PRODUCT (Rx) {1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS 0 PAPER 8 PAPER AND ELECTRONIC ] ELECTRON!C

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)
Provide locations of all manufacturing, packaging and control sites for drug substance and drug proguct (continuation sheets may be used if necessary). Include name,

address, comtact, telephone number, registration nurmnber (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, Stability/testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will te ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMF's referenced in the current application)

IN
For mtsrsgsee Attachment B.

FORM FDA 356h (4/00) PAGE 1



This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) [] Draft Labeling [ Final Printed Labeling

—

2
3. Summary (21 CFR 314.50(c}))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)}(1); 21 CFR 601.2)

8. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)} (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Noncfinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

Safety update report {e.g., 21 CFR 314.50(d)(5)(vi}(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations {e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c}))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b){2) or (j)(2}(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.50(1}3))

18. User Fee Cover Sheet (Form FDA 3397)

e

19. Financial Information (21 CFR Part 54)

X|OO|0|0|0|0|0|00000|0| 000000000

20. OTHER (Specify) Providing new name for consideration

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindicaticrs,
warnings, precautions, or adverse reactions in the draft labeling. 1 agree to submit safety update reports as provided for by reguliation or as
requested by FDA. If this application is approved, | agree to comply with alt applicable faws and regulations that apply to approved appliceZons,
including, but not limited to the following:
Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.

@O e W=

Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.
SIGNAT F RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
) — Robert J. Mandetta 10/01/02
UAAMFL\U Director, Requlatory
ADDRESS (Street, City, State, and ZIP Code) TELEPHONE NUMBER
110 Allen Road, Liberty Corner, NJ 07938 908-542-4429

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources. gathering and maintaining the data needed, and completing and reviewing the coliection of

information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

Department of Health and Human Services An agency may not conduct or sponsor, and a
Fooed and Drug Administration person is not required to respond to, a collection of
CBER, HFM-99 information unless it displays a currently valid OMB
1401 Rockville Pike control number

Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2
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: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

~R Food and Drug Administration
Rockville MD 20857

NDA 21-438

Reliant Pharmaceuticals, LL.C
Attention: Keith S. Rotenberg, Ph.D.
110 Allen Road

Liberty Corner, NJ 07938

Dear Dr. Rotenberg:

We have received your new drug application (NDA) submitted under section 505(b) of the Federal Food. Drug,
and Cosmetic Act for the following:

—

Name of Drug Product: {propranolol HCI) ER Capsules

Review Priority Classification:  Standard (S)

Date of Application: October 31, 2001
Date of Receipt: November 2, 2001
Our Reference Number: NDA 21438

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete 10
permit a substantive review, this application will be filed under section 505(b) of the Act on January 1. 2002 in
accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date will be
September 2, 2002 and the secondary user fee goal date will be November 2, 2002.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. All communications concerning this NDA should be addressed as follows:

U.S. Postal Service: Courier/Overnight Mail:

Food and Drug Administration Food and Drug Administration

Center for Drug Evaluation and Research Center for Drug Evaluation and Research

Division of Cardio-Renal Drug Products, HFD-110  Division of Cardio-Renal Drug Products, HFD-110
Attention: Division Document Room Attention: Division Document Room

5600 Fishers Lane 1451 Rockville Pike

Rockville, Maryland 20857 Rockville, Maryland 20852-1420




NDA 21-438
Page 2

If you have any questions, please call:

Ms. Zelda McDonald
Regulatory Health Project Manager
(301) 594-5333

Sincerely,

{See a %ld electronic signature page}

Natalia A. Morgenstern

Chief, Project Management Staff
Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Natalia Morgenstern
11/14/01 03:11:04 PM
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e ll a n t Reliant Pharmaceutica’s. L_C
110 Allen Roed

PHARMACEUTICALS \{\__\J\}ou‘,\\\ Liberty Correr, NJ 07938

728 LN 908-580-1200
N “G \{\\ Fax: 906-542-9405
RECD \ www.ReliamRx.com
StP - 6 2001 )
September 5, 2001

2 HFD-110 &/

Raymond Lipicky, M.D. 04?/ M ANUV\;&;}/
Director, .
Division of Cardio-Renal Drug Products
Woodmont Office Complex 2

1451 Rockville Pike — 5™ Floor

Rockville, MD 20852

Re: IND'] _ { = ' (propranolol hydrochloride) Extended Release
Serial No. 020

Meeting Minutes — August 1, 2001
Dear Dr. Lipicky:

The purpose of this communication 1s to provide the meeting minutes for the above-
mentioned pre-NDA Teleconference, for August 1, 2001.

Please note two minor inconsistencies between the sponsor’s minutes and the Division’s
minutes; specifically, comments to the proposed impurity specification and the presented
executed batch record, points 5 and 7 respectively. For clarification and regarding point 3,
the total impurities limit was reported as NMT  %. For the other matter, Reliant
proposed the incorporation of the executed manufacturing batch record of either the 80
mg or 120 mg strength drug product in lieu of the _ strength representation. The
reason given was that capsule weight checking was performed on these other
strength batches, and the Division said this would be acceptable.

If you require further assistance, please do not hesitate to call.

Sincerely,

Robert J Mandetta
Director,
Regulatory Affairs
(908) 542-4429
RIM/mmc

cc: Reliant Pharmaceuticals, LLC Reguiatory File

COPY



DEPARTMENT OF HEALTH AND HUMAN SERVICES " | Form Approved: OMB No. 0910-0014.

Expiration Date: September 30, 2002
PUBLIC HEALTH SERVICE See OMB Statement on Reverse.

FOOD AND DRUG ADMINISTRATION

NOTE: No drug may be shipped or clinical
INVESTIGATIONAL NEW DRUG APPLICATION (IND) investigation begun  unti an D tor ot
(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312) investigation is in effect (21 CFR 312.40).
3 A1E OF SPONSOR

B

2. DATE OF SUBMISSION

Reliant Pharmaceuticals, LLC 05 September 2001

3. ADDRESS (Number, Street, City, State and Zip Code) 4. TELEPHONE NUMBER
110 Allen Road (!nclude Area Code)
Liberty Comer, NJ 07938 908.542.4429
5. NAME(S) OF DRUG (Include all available names: Trade. Generic, Chemical, Code) 6. JNDM;I_E\R (If previously assigned)
. !
Propranolol Hydrochloride 5

7. INDICATION(S) (Covered by this submission)
Hypertension, ~——

8. PHASE(S) OF CLINICAL INVESTIGATION TOBE CONDUCTED: ‘
[IpHaset [ JpHASE2 [ ]PHASE3 [ | OTHER

(Specity)
9. LIST NUMBERS OF ALL INVESTIGATIONAL NEW ORUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS

(21 CFR Part 314), DRUG MASTER FILES (21 CFR Part 314.420), AND PRODUCT LICENSE APPLICATIONS (21 CFR Part 601} REFERRED
TO IN THIS ABPLICATION,

OINT —
DMK )

D Yy

|10 IND submission should be consecutively numbered. The initial IND should be numbered
j “Serial number: 000.” The next submission (e.g., amendment, report, or correspondence) SERIAL NUMBER
should be numbered “Serial Number: 001." Subsequent submissions should be

numbered consecutively in the order in which they are submitted.

020
1 1S SUBMISSION CONTAINS THE FOLLOWING: (Check all that apply)
{77 INITIAL INVESTIGATIONAL NEW DRUG APPLICATION (IND) .| RESPONSE TO CLINICAL HOLD
PROTOCOL AMENDMENT(S): INFORMATION AMENDMENT (S): IND SAFETY REPORT(S):
I} NEW PROTOCOL 71 CHEMISTRY/MICROBIOLOGY [ INITIAL WRITTEN REPORT
T CHANGE IN PROTOCOL | PHARMACOLOGY/TOXICOLOGY [ FOLLOW-UP TO A WRITTEN REPORT
i | NEW INVESTIGATOR T cunicAL
7 RESPONSE TO FDA REQUEST FOR INFORMATION __ ANNUAL REPORT X! GENERAL CORRESPONDENCE

{ [ REQUEST FOR REINSTATEMENT OF IND THAT IS WITHDRAWN, (] other Meeting Mins -8/1/01 Pre-NDA Teleconf.
INACTIVATED, TERMINATED OR DISCONTINUED (Soecify)

CHECK ONLY IF APPLICABLE

i FOR FDA USE ONLY

i COR/DBIND/DGD RECEIPT STAMP DOR RECEIPT STAMP//x ) DIVISION ASSIGNMENT:
AL R R../ N
IQ)I &
/'~ Rreco
(R
‘(2: IND NUMBER ASSIGNED:

“ORM FDA 1571 (10/99) PREVIOUS EDITION IS OBSOLETE. PAGE 1 OF 2

C O P Y « szeid byt PSC Media iy Baanch (M) 4432454 L
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